A known pathogenic variant in the essential mitochondrial translation gene RMND1 causes a Perrault-like syndrome with renal defects To the Editor:
Perrault syndrome is a rare autosomal recessive condition characterized by sensorineural hearing loss (SNHL) in both sexes and primary ovarian insufficiency (POI) in 46, XX females. Additional phenotypes, especially progressive neurological features affect some individuals.
Six genes have been identified as causative for Perrault syndrome:
HSD17B4, HARS2, LARS2, CLPP, C10orf2 and ERAL1, the latter 5 of which function in mitochondrial translation. 1, 2 As many cases of Perrault syndrome are unresolved at a genetic level it is suggested that additional Perrault genes are undiscovered. 1 We present a case with the defining clinical features of Perrault syndrome, in addition to renal dysfunction and short stature, associated with a known pathogenic variant, RMND1 c.713A>G p.(Asn238-Ser). 3 RMND1 has been proposed to tether the mitoribosome to the mitochondrial inner matrix. 4 Variants in RMND1 are associated with a wide phenotypic range including SNHL, hypotonia, developmental delay, lactic academia and renal dysfunction. Many patients have a defect in mitochondrial translation. 3 The variant RMND1 c.713A>G has been observed as homozygous in 2 unrelated families ( Table 1 ). In both families SNHL, developmental delay, hypotonia and peripheral spasticity were observed, one patient had renal dysfunction. All 3 affected individuals are prepubertal, including 1 affected female. 3 The phenotypic range associated with this RMND1 variant suggests modifying factors, which may be components of the mitochondrial translation pathway.
POI has not been previously associated with variants in RMND1.
In most reported cases of RMND1-related disorders, patients have been of pre-pubertal age so POI may not have yet become apparent. 3 In 2 affected sisters, aged 17 and 14 years, with the RMND1 c.713A>G variant compound heterozygous with another variant, the absence or presence of POI was not commented upon. 3, 5 This may indicate that POI is not a feature of all cases of RMND1-associated mitochondrial dysfunction.
We suggest that patients with Perrault syndrome are screened for variants in RMND1 alongside the known Perrault syndrome genes.
Renal phenotypes in women with Perrault syndrome features may
indicate the causative variant is in RMND1 but the absence of renal dysfunction should not preclude RMND1 screening. We also suggest that POI may be an unrecognized feature of RMND1-related mitochondrial dysfunction and female patients should be monitored for POI. 
